(i2mi«a*ft«icai-i^r»iB**ifcBiBttB 



(i9) mRtatomm*mm 

(43) B^^BIB 
2003 *f 2 £27 B (27.02.2003) 




PCT 



llllll II II II III III I IN II II! II III 

(10) SSS^MS^ 
WO 03/015820 Al 



(51) @[Kftft#3I 7 : A61K 45/06, 9/52, 

31/4535, 31/58, 38/00, A61P 3/14, 9/00, 13/08, 15/00, 
15/08, 15/12, 19/00, 25/22, 25/28, 35/00, 43/00 



(21) m®thm&^: 

(22) HKttffiS: 

(25) anamow: 

(26) mm'AMonm: 

(30) Sftffi^-S: 
ftfil2001-244616 



PCT/JP02/08130 
2002 *8^8 B (08.08.2002) 
0*11 



(71) &mx(*m*te<'kT<Dft'£m\z'Di>x): stssufi 

XHttSStt (TAKEDA CHEMICAL INDUSTRIES, 
LTD.) [JP/JP]; T 541-0045 *HSJft XBSrtT^&B X* 
BTHTe 1 S 1 Osaka (JP). 

(72) 3MH#; tecfctf 

(75) «W#/tt«Xr*BI=-3^T.O)*;: S-*»-(FU- 
RUYA,Shuichi) [JP/JP]; t 305-0821 O < I* ffi 

#B 1 T§ 7§ife9-6 0 3-^Ibaraki(JP). BT3t§S 
(KUSAKA,Masami) [JP/JP]; t 651-21 02 ft/ 5 
f&ISE ^am»T 1T14|1 0 2-3 0 1 * Hyogo 
(JP). 



(74) ttSA: *t(TAKAHASHI,Shuichi et al.); 

f 532-0024 *B5Jfr XBSrfiSJME + = *»J2TI 
1 7f8 5^ KBB*p D pXmtt*#a^BRXliW Os- 
aka (JP). 

(81) tt£B f@rt>: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, 
OM, PH, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, 
TN, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZM, ZW. 



2001 ^8 f\ 10 B (10.08.2001) JP ( w > 



*l mm (HM)i ARIPO ft ft (GH, GM, K£, LS, MW, 
MZ, SD, SL, SZ, TZ, UG, ZM, ZW), JL — =y i/Tftft 
(AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — □ V i * 
ftft (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, 
GB, GR, IE, IT, LU, MC, NL, PT, SE, SK, TR), OAPI ft 
ft (BF, BJ, CF, CO, CI, CM, GA, GN, GQ, GW, ML, MR, 
NE, SN, TD, TG). 



- IMMIt 



(54) Title: GnRH AGONIST COMBINATION DRUGS 

^ (54) £BJJ0>*»: GnRHTzT-X haftfilfl 
© 

^ (57) Abstract: In the field of pharmaceuticals, it is intended to provide drugs whereby the preventive and therapeutic effects of a 
1^ GnRH agonist on various diseases can be enhanced and QOL can be improved. More specifically, combination drugs characterized in 
that the GnRH agonist is combined with a chemical selected from among SERM, SARM, sex hormone synthesis inhibitors, receptor- 
O type tyrosine kinase inhibitors, bone metabolism regulators, drugs for immunotherapy, cytokine/chemokine inhibitors and endothelin 
^ receptor antagonists. Owing to these combinations, excellent effects of enhancing the preventive and therapeutic effects of the GnRH 
O agonist on various diseases and relieving side effects can be established. Furthermore, QOL can be improved thereby. 
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Afrttfctt, GnRHTi^htHt, SERMI ( SARM 
5:it#ltt5tOtfc!)\ i»^5»*^t>*iaD, GnRH 
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mm 

GnRHT^hCiffli 



LHRH (fcKUGnRH) £\sTmbtl*nW£fc*)V*>fflbiS>)V : E> 
ftSLH (3tft^#;i^>) iFSH tttt»K:fP«lbT 

it&mz. miasm, zmhttSMk* "f-n^mm. ^nmm, ^wmm. & 

£fcQOL (quality of life, 5fe»OK) SlRl±;£**il£#T?#*E**J:tf 
Trfn^btSERM^, sarm& >£j£B&#3k se#ffl^n'»+^- 

x> H-t u >s*#7 hfr t>m\zn%mm&$ft-t>z> z t \z * o , #i 

&fcf, GnRH7:*=*hfc«k5#«*#?©*l»- i&*»*&*L<fil±£tf* 
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CD GnRHTzfnX hi:S ERM (selective estrogen receptor modulator) 

-f T-fc, M¥$P$*, TOM, PMS (premenstrual 

syndrome) , ^iHfflJiJ6*fctt*;P5/^A • U >#f^»»*0 : PRf ■ f^llil ; 

TSE-4 2 4, SERM-3 3 3 9$&USPC-8 4 9 OT&Sf&fe CD 
10 fB«£©g|j* ; 

C3] ¥£fcl^thfflk<D^WMm*<Dfo±mrC2bZ>tm CD fEt&ODEIg; 

£ »-&t»-frTS#f * £ £ £#tfc if 5 Add-Back 
(6) tfMtlKMLT, Gn RH7^X hCDf iit S E RMiOlfMt 

20 ±7j& ; 

C7) flHL»«Ifc»bT, G n RH7^7, hOtiii S E RMlOlfM t 

(8) GnRHT^-XhtSARM (selective androgen receptor modulator) 

C9D SARMH#LGD2 2 2 6T?*5lu1E [8) f3f£©EI£ ; 

[10] tf?Ll«£;*tbT> GnRH7^hCD|fiitSARMi«i 
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Cl 23 tt*;^>^riEfi«fll3&«UT--tflB»«T?»at»BB (11) IBtt©B£ ; 
Cl 3) MA B (Maximum androgen blockade) )8e&£HT $> SffiiB C 1 1 ] fB^CDE 

C143 Pfi?LS&ttK:#UT, Gn RH7^-7 h©tMt U 7-fe?Iti©f 

gft&JRftfe U < tt?Lfi©«^ll5g, SfettSilSiltb < te?LlS©fc^©« ■ 

Cl 53 ifcfLSMIlfcfcrbT, GnRH7rf-Xb©^ifi<i:U7-ifia^©W 
3&S£&ffl*'&:htfTK-£T3 £ t. S#itt?iMAB, (Maximum androgen 
blockade)i?£fc ; 

Cl 6 3 H|t8J&ftK:*tLT\ GnRH7d-Xh(D^mtV7~' tfffiSFHOW 
Cl 73 Gn-RH7^^hiS##ai5 i P^>^-«B#llt*a*^t>'» 

•y--^ SI -7 7 4, SU-6 6 6 8, SU-10 1, GW- 2 0 1 6 
C I - 1 0 3 3"efe^fif2 Cl 7) fB«©gm ; 

C 1 93 W3UtMfcK:*tUT\ GnR'H7^-X hO^ii^^nj/^^ 
if HiFll©W»* t £«-&fc>irr&#-f 5 £ <h t « tftftttlft ¥L 

155 • ; 

C2 03 Jfil4 , ©'SJ^bHER2»©^(C^i;T, GnRH7^Xh©f^|I 



WO 03/015820 PCT/JP02/08130 

4 

(2 1) GnRH73-ZVt%ttmm®m£*1&fr&t>-#TflZM$Ml&. ¥L 

C2 2) #^M®^7l/>FD>m, X^HD>^, -f A*>h*P>#, •<> 
AFP U i? F P >® , i'DHn >m. A° 5Hp H □ >M. V 
l/h*P>^> 3S>I/FP>M, *UFP>lU EB-1053. YH529, <7U77#>£ 
fc^Xx^yPT-^U^S^WfB [2 1] |B«©g^; 

C2 3) ftMlWOtfLT, GnRHJ^ hOtiitf 

C2 6) Jfil4 I OW'fbHER2MoaS^JE6:UT, GnRH7^b0tat 

t^*tesiow3&»i:*ia*^t)-&TS#*rsieiB (25) umo^m-fem 

ffi*£ttftat»fc*£ff'5 Etfc^fcTSiafflftfr M$fcttW«Moi& 
C2 8) GnRH7J"XhW F;*H> • irtM>llltSl^t 
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5 (3 0) ]fiL+©W»fbHER2J^»]£fc:jfc£T, GnRH7^-XhOfM 
10 ; 

[3 2] I>Kt"J>S«#7>^^ h^7K5t>^X YM-5 9 8, 
TA-0 2 0 1,Bosen tan, SB-2 1 7 24 2, SB-2 096 7 0', 
TBC-1125L BQ-123, ABT-62 7 tfcfeft 
Cyc lo C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-] 
15 [at, Asp(Rl)«TXA74 £ >K/3-4-7x-;i/t!^75?>75 H38S*> 
Thg(2)»2-9 t x^;i/^U'»3IS^1" ; 3 T?**n*^^H»*^tt*o 
^ h U £ AiTe&SinE C31] ftwwmm ; 

[3 3] Rt?L»«k:#UT, GnRH7:*x*h©^&«£x>l«-fetf>£&# 

20 W4tt*©««H», *fctt»au^©(^©^RF ■ ; 
[3 4] GnRH7J-Xh^ 5£ 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
Kt, Y&DLeu, DAI a, DTrp v DSer(tBu), D2Nal £ DHis(ImBzl);fcSjlfe£ 
n«a»*, ZttNH-C2H5 *fcttGly-NH2 5fe-€-n-?n*f] T^b^tlS^:/^ 
25 F$&tt*©*rc**IWB CD , (ID, C17), C2D, [24], 

[2 8] [3 d tmomm; 

[3 5] GnRH7rT-Xh^ 5£ 
5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 

v&2nz*7?FomsMtx&ztm [34] t3*©E^; 
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UK (11] , [17], C21K C24K C2 8] C3 1) IB 

ObtXtt, ^©^^©'JA^>H^^iJ^bfc^{C«> Steffi) £ 

GnRH7^-Xh©jyfc0l|£LT&, 08*. tot HJ~h*>h "MX G 
nRH 7tD^:3>h7/t~^ 7> t* . A-T^x-f 7 (Treatment 
with GnRH analogs: Controversies and perspectives) [A°;ioV> A:/ 
x )yi/>*f tf))/—~X (M) (The Parthenon Publishing Group Ltd. )fgfr 1996 
*P] , #t¥3-5 0 3 1 6 5^i, »3- 1 0 1 6 9 HO 7 - 9 7 
3 3 4-t*«kOT8 - 2 5 9 4 6 0*42«fc£fc1Eft£nw*'<:/^ 

GnRH7=f-Xh£l/n;k 0g*.fc£, -jRS CI ID 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

YteDLeu, DAla, DTrp, DSer(tBu), D2Nal^«fctXDHis(ImBzl)36^^ti 

538*** zttNH-cASfcttGiy-NHj^-tn-en^-r] T^t>$n§^s«tt^y 

^ F ££&•?-©*& (IP%> 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CjH 6 
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mm. («, m m> m. *^^#) , ww nut 1m 

(1) ^-fel/U XGbserelin) 



OfcS^No. 4, 0 2 4, 2 4 8, M yftfrfS 2 4 3 8 3 5 2 #W0S 
f051-41359^-)> 



CH 




GfcH#M&4 1 0 0 2 7 4^, #WBS5 2- 1 3 6 1 7 2#) , 
(2) 7*-trl/U>(Buserelin) 

CH 3 

H 3 C^CH 3 



j^}^His/ TrP -Ser^ r - N H^Y LeU - Arg /P^ NH X\ 



CH 
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(3) hU^hWUXTriptorelin) 

o /}^His/ Tr ^Ser/ Ty ^Trp/ Le ^ Arg /Pro XG|y .NH 2 

(^S#MB4 0 1 0 1 2 5^, #SBS5 2- 3 1 0 7 3^) , 

(4) ^77l^U>(Nafarelin) 
o 



0 /^Hi S / Tr ^Ser/ Ty ^A.,^^ Arg ^ Pro ^ G|y/ ^ 




(*a#^4 2 34 5 7 1^, #TO5 5- 1 6 4 6 6 3#, HPH6 3-2 6 
4 4 9 8 |WIBS 6 4 - 2 5 7 9 4-^) , 
(5) hl/UXHistrelin) 




j3^His^ TrP ^Ser/ Ty ^NH>Y L 



r 'NH His ' /- 5er ' W | V Arg/ Pro \ NH /\ cH3 

(6) ^XOl^UXDeslorelin) 

(*@#^B4 5 6 9 9 6 7^, M4 2 1 8 4 3 9^) , 

(7) ^T-l/UXMeterelin) 



°^/NH J o 



-NH 




Leu /Ar8x Pro-NH^ CHj 
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(PCT WO 9 1/18 0 16) . 
(8) zf^-Fl/UXGonadrelin) 

(M yWtm2 2 1 3 7 3 7-t) foil. £fcj*ttt&©*ttfc&&**lf 5ft*. 

* £ , l|30GnRH7^^X b ( fiP * b < » , 5£ 
5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H 5 -e^^n§^^^ H Sfc 

«*©» (ot> #k r u a-^Di/u >$fcfifr€-©ttj ) > 

£©«j^^S&©^#SPWfcft#'C£*#, » *b < ttlfettttWM^^T, 
ijWai/ij >£&»*■©£, «fc 0$?* b < KBHfcU a-^o i/U >£±S 

e 1 1 h \z-mzm ^nrcmnmm^zm^n^&mmmmrmmr 
mm. tszf^)muE\zuw^z\tifix^wM\t hx\t. 

& ^Tvymw^v&v&sfcmmm. is am* 



WO 03/015820 PCT/JP02/08130 

10 

, #-f*>tt#iiiSttSl (M, #uv;^-h8 0 (tm) , hco-5 
±tes^j«, (fSAfcr, u>Kttttfft& naw-i*y? 

±fB©GnRHTnf-7. h (£?£L<fcL Ujx-^o^U <fc 

-f ^a*y-k;p) s#^ao^,' #psbe6 o-ioosh^, 

#F^BH6 2-2 0 1 8 1 6-#, !&§i§¥4-3 2 1 6 2 2^, <%ffly.6-l 9 2 0 
6 8-5f, 4WF9-1 3 2 5 2 4^, #RH*9-2 2 14 17t, #H§¥1 1- 
279054-^, WO 99/36009 9#&«fc£fc|B*©:£fcfcftoT»jS 

±fB©#^&»J©4 I T^ #t#H^4-3 2 1 6 2 2^K|3*$nTV>* 
r2^^^±^^fc^T^SStt%K^ifn^ai-r-?>MMST'i'^D*7 p 

*1\ zMCGnRHTzf-^h (8FS:b<&, U^-^nWU 
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£D£?i;b< HJffiiJa-^OW'JV) £$2 0 7 0 % (W/W), 
t<«2 5-6 5% (W/W) , £D$f£L<«3 5-6 0% (W/W) 

S5l:GnRHr^KjfSt<tt> U3.-yal/U>Sfctt*©«[, 

/wMxT;v^3>^^T-5t)©T^n«vi-rnT'fect^\ fc^^.«, yx 
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xX5\>HTween 8 0, Tween 6 0, 7h7X/^^-ffl, #U^->x^l/> 
k-7yM#[HCO-6 0, HCO-50, Bft^^Xl&a, 

^tD^T^fflbTt)J:K &ffl«02gl^ ^0.0 1 2 0%©tBH^ 

L/ < u ^-yo u &m*i'< mm u o.-^n u u » > 
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^tbT^JO. 5-1 0 0 0 j*mCDt5B/^We>tU J:D$fSb<ra2~5 0 

omm\z$>2> z. tarns, 
io m v>3wo > a-tHD^>h'jw>i wis ^x>m) ^©a- 

)V) ;#iJ75;t (T-^>^-L-^M5>i) •) ; MzKV 

i/-r >m^^fi-&#: (flu ;fv>-^w >m^s-&#:^) fc&wat^&ns. 
l-, DL-#0v>"fn*fflvsT«b«kVi. ^ne.©"fTt>, jlk-^uh- 

;Hta-&ft (£TF, #U (7^H-co-^J3'JF) , 4?U (?L»--co- 
^frrt^WWt* U T %> «k IK £ bTte, (#K 
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U±«£JRfc£) (09, HJX?W75>«©W*7$>«, 7^* 

->«©ift»tt7$y»**) &££©&, *fctt*B^K (09, Mtt. ft. #3 

&£) £©ttfc«k£88£fc£a*3gtf&n*. 

j&j± 0 0/0-&I4 0/6 o*w*u<> #91 o 0/0~$95 

tt rM-^Un-;i/M^j ©£/h»9£Ui|ift©-oT?*s?LB&©ftS* 

Mttftttte, D-#/L-# (W/WX) Wffi7 5/2 5-19 2 5/7 5© 
IBH© , b©3W*UVi. £©D-#/L-# (^k/^PX) tt, WIOIQ6 0/ 
40~H3 0/7 0 ©ffiH©%>©a*iH/B£*l*. 

& rjL»-ifU3-;pwi'&#j ©li^win m> ids. ooo~ 

151 0 0, 0 0 0, ^b<^3, 0 0 0-196 0, 0 0 0, S5fc«F*L< 
«$93, 0 0 0-195 0, 0 0 0Ot)©^ffl^f,n§. 

(fi*W#^*/$cTO5H^S) ®^*91. 2~»4. 0 
^*b<, S&fcfcM&l. 5-3. 5/J«#l:JfSUK 

«*(^A) &fcD®3r*92 0-191 0 0 O^mol (^^nt;W«K, 
*&IC|**94 0-*9l 0 0 0 wmol (^^P^W #ttfcffSUV>. 

110, 000, 707, 0 00, 455, 645, 354, 000, 189, 

0 0 0, 1 5 6, 0 5 5, 9 8, 9 0 0, 6 6, 4 3 7, 3 7, 2 0 0, 1 7, 

1 0 0, 9, 8 3 0, 5, 8 7 0, 2, 5 0 0, 1, 3 0 3, 5 O401'5ti 

©##*# vttvy saw* t vxrw- u->a^n?^77^ 
- <g p o -r«bfc^ u z^u>m&<Dft?m&£ttWM vit&im&K s . 

HHmGFCmW (mV-M, HLC-8 1 2 0GPC, &tB#5£te^M 
Jg#r$fc<fc£) , GPC*7AKF8 04LX2 (BSfn*II4) fcttfflU &fb 
ffitl/T^DD^JWASfflli*. Wtmt 1 m 1 /m i nTfr^o 
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IZ^Tm^Zt, tf*)%m Wmg^5NM/7-feh^h'J;V (v/v = 4 
/9 6) )gi2mll«U 0. 0 1M o-r:hP7xrjl/t F7y>ISI 

(onph) mm (5Nm.m/7-teh-hV)i/x.?;-)\'=i. 02/35 

/15) 2mli0.' 15M 1 -Xr?)V- 3- (3 -VttfrmS ?V 

-tiM 9 M% vmmMmm (ifj^>/x^/-;y=4v/9 6v) 2mis 

7th-h'J;i'2ml'r»iU 0. 5mo 1/1 ©x^y-;H3fe*tt{b*V^ 
AM lml &JP^T6 0t:T3 0 = 1 . 5 NtKM^ 

U^M^TtlRtTYmlit, 1. 5 NtKBI^ h U V A7KIS**Wjfc& 
LT5 4 4nmMA (/cm) SSHTrs. D L -?LM7Ki§$£S*P 

VoMtLT, fCll5!j^W'>iHi Cmol/L^7^'J«m 

O N P H 7^Wfcft"?D L -SLfcfc H 7 5? F t L tc t %<D 5 4 4 n m»g 
£ B (/cm) £f fi-&#©l|MfcM (^7 A) «fcDOjfiK©*;i/ 

[COOH] (mo 1/g) = (AY.C) / (WB) 

- * * y ic mm v , ^ x / -)V7 & w > *%tkM thrzomwi 

«SUK7Kfi«fir-& (#§PB6 1-28521 fc5Wi9*^ Ffc^UnU'H*® 
^> ? xXT-;Wt-&tl^6.©M^^fflt^c^^a'& (Encyclopedic Handbook of 
Biomaterials and Bioengineering Part A: Materials, Volume 2, Marcel Dekker, 
Inc. 1995^)T?»jST?#S. ±!B©^0|8M£:#ffifc<koT#e > n*S-&{*: 

#e»n5a^©*^{cil@i©*;i/^'>;us^UTViS tttR&fcv^ 
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mX\f. EP-A-0 8 3 9 5 2 5ttBte<Ditt&&BBLfo£ffi-Z.t£.£Q* 

^»©«jfife (m«&««**ii3t£&, KNOTS 6 1 -2 8 5 2 l^$g#M) 

^T-f 9 U$j7-£)\,*&f8mt'?%\zfo, T-f * P^^V^^ra^J, Tween 
8 o.hco-6 o,A;w?*^^^;w^;pn*-x,7;Mr>K^hU5rA3ftaf)» 

r^A, v>- h-jk y;nf h-;k ^H^ttft^&^fc^fcTKttWKWt-r* 

So 

U «fcDff*L<ttff»UoL-^DVU» 0^m, Mm. Gn 

RH7rf-xh (#i;L<te, Ua-?til/U iOffSKtt 

7«yK tfl^ ty$>, 7*, saoi^^s^ 

±WBMmf\Mto\iZl'®bttQ&-$mtl,T* mo.O lmg&^L 1 0 Omg/kg 
#fi, ftp*b<tt»0. 0 2igfcV>L5 Omg/kg#B, £efc$jFSL<ttO. 05 
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mg&V>L20mg /kg#M©«ffl £ jUS^ C £ J&*T?* £ . 
OkglC^fb) fccfcHTtt, -UltOtGnRHT^Xh (#?£b<te> U a 
0 1#£>5 OmgSE £f3;b<te$0. l?5^2 0mgm £K)ft$.V<\m 
nRH7^X h m%L<\$. Ua-:/P >££»■€•©&» ckDffSb< 

ffi<D&m (#fi6 0 kgtC^tL) {I*5ViT, -HIMGnRHT^h (£? 
» Sil^lUO. 0 Omgl^ ^L<lii0.1^6 10mgSE 

1^6 3'Omggft, »*L<tt*90. ld^2 0mgiE iWJKttil 
frS 1 5mglS^tTfe§^tti^rttWn«<J;K 

ffi©S&<»©#&fe,#S6 0 kg^feO{^»Lfc*^^-r^^i^T#^. 

8&HE bfc G n R H 7 rfnX b tm* t Slft^toiS-S Z. t tC«k 0 , 

(1) GnRH7rf-Xh*fc«M^^«T^#-r^«'gr^jt^T, ■?■©«! 
#*SS«*T5 d ttfXZ, QOL fcBfcirr* H 

(2) A#©JE« (4S& £J6UT, GnRH7^hMt5 

(3) GnRH7^-XhtfPffi«Ws*«»3&a#fflai*Wr*EltlcJ:D, & 

(4) GnRH7=f-Xht^ffl«lflS58«S^*^ISISaW-rSJl-i:te:«fc0, % 
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(6) GnRHTzl-7,htMmntZmTZ>Z.t\Z&0, Add-Back 

(7) GnRH7^7 hMi^Mt^^ tfci^. MAB (Maximum 
androgen blockade) *&#Ut!tfc*, fc£©«nfc&*&ft*Efc#*CSS. 

(1) UrD^f HttSfe^Xrn-f Ktto) ^7>Ko^>^ 

(A) Jl&tfiJ 

jdyf^X SARMim LGD-2 2 2 6) 

i 

(B) #ft&A 

(C) ®& 

®Add-Back*i5fc**T*HK:fc£ (SARMl) . 

<DUb:H-> tana, fttza^mwmvmm (sarmd . 

(2) Ufo-f HtttfcWfD'f F&©) S[i7bn^>i 
(A) £#09 

m->7iX SERMi («, 7 0^>7xX 7^^->7i>, 77 
7*^>7xX t^57iX TSE-424, HMR-3 3 3 9, SER 
M-339, SPC-8490, HM-10 1, SOC-8490, WAY- 1 
40 424) , 7;WSXh7>K ER down regulatorfcdfo 

'(b) M&mm 
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(C) *»& 

©maximum estrogen blockade;!ffe^FiJ$itC&£o 
©Ad d-B a c kSKferaffifcfc*. 

10 (3) tfl¥*Ba« 

(a) n#m 

(Cyclophosphamide), <7*X775F (I fosf amide)) . ftitftetftSfl (fll&tf, 
*V M/^-fe— h (Methotrexate), UFT, 5-7MD97^JK5-FU)), 
15 ia-!g14tr££t)® (WAttV-r ~»C (Mitomycin C), 7 H U 

(Adriamycin), ^:/nv-f-» (Peplomycin)), mW}&&$ti&M (MZ-tts t?> 

* ux^>, tf>x-», **v-;w, F-fe^^-fe;K /^u**-fe;k dj-927, 

TZT-1027, DX-8951f (Exatecan), DE-310, ->7n7°7^> (Cisplatin), ti)V^ 
ih^yH, ^>hx^>, ^^y9->. 5.h^>hu> 
20 (Mitoxantrone), 7 / n^;i/A^>, y^/^>, hl/^V-CX M/57xX 
^7^n^^x, K5/;tn-;K l/>9 1 7 r ->, >"/y-( 

<B) ft&gun 

25 (C) 

(DfflUt^. 

(4) 5a-l^*-Hf|fi*SS 
(A) Aftftl 
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0)5 a-Uyt7?—V2mWM 

©5 a-V92*-M llti 
WO 93/23420 ^t;ifB3$<ZMt£$N WO 9 5 / 1 1 2 5 4 ^KlfE«c<Z)fc 
5 4, 7 13-^^^-4-7-^-5 a -nl/7>^>-3-^X 3-**V-4-71f-4, 7 /3- 

^;i/-16 )3 -(4-^7 DD7i;^-»-5a-7>F0X^X 3-^-+V-4-71f 
-4, 7 0 -5?* 6 0 - (7 7 7 * ~» -5 a -7 > H D X ^ >fc E* 
®5 t?l££tf5 a-W7:?— tf 2 ©nSlfi*!! 

WO 9 5/0 7 9 2 m\ZUW,(D^m. 3-^V-4-7+f-17^-(2,5-hU7. 
10 JVtD^f;V7x<Jl/-* )V) -5 a -7 > h* P 7. ^ >& £. 

(B) *f^S 

(C) 

15 ®MAB^^pJ^^fj;§o 

(5) a-^#[5i» 
(A) 

20 ^A70-», 7^VA>X f7^>X tnH-», 7;P7!/S> 

(B) 
(C) 

25 (DffiffcS&H. 

(6) 7D7^- fcffi#H 
(A) MftM 

7WbD»/-^ l/hoy*-;k 7-Y>i/n-;k x7-k*7;?>&£\ 
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(B) 

(o ?m 

©maximum estrogen blockadeWfeffvSWzfSi&o 

( 7 ) 1 7 j8 - 1 KD^>Xf0^f h*JR7Km*BiiFX 
(B) ftfe&A 

(C) 

(DM A B& ^maximum estrogen blockade^fe^Rj£lf;:&£o 

(8) mw%T>) t ur>m&mmm 
(b) 

taftjsue, ?ue, tfamjB*£, &#jw¥ss*e* ^s^si^, ttrst 

(C) 

©MAB^ctt^maximum estrogen blockadel!i&#t"pJtEte:&£. 
(Dttfflii&fcfciSiSM • M*©ffi*©&*. n^«*^ttiS:l*»«&**«*afc 
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(a) mm 

5 7My^U>\ (±) -7 - (5-/^/; [b] ^7x>-2-f 
;W -6, 7-ykh*D-5H-t:nD [1, 2 - c ] -f 7 
;K (±) -7- (5-7;M-p^>7 [b] ^7i>-2-^JW -6, 7 
— ;7kHP— 5H — tfPP [1, 2-c] -T5^V-;i/-7-^--;K (±) - 
7- (4' -7;P^D [1, 1* -fcf7x-;W -3->T;P) -6, 7-ytF 
10 P-5H-tfUO [1, 2-c] -T5^/-;V-7-^-;K (±)-7-(4' 

-vMu [i, i* -tf7xn;i/] -4— r;W -6, 7-vtFn-5H- 

kPP [1, 2-c] <5^/-;i/-7-^-;K (±) -6- (7-kHP^r 
v-,-6, 7--7kFP-5H-k°PP [1, 2-c] -fS^/-;p-7— fJW 
-N-^-2-t7^5h\ (±) -N-X3SH/-6- (7-th'D+y- 

15 6, 7-:7kHP-5H-k°PP [1, 2-c] -f 5^7*-^- 7 — fJW -2 
-t7^5h\ (±) -6- (7-hFD+y-6, 7 —7k HP- 5H- tfP 
P [1, 2-c] -<5^V*— JU- 7 -N--<vyntf;i/- 2 -±7^5 

F, (±) -6- (7-kKo^y-6, 7 — v*k HP— 5H— tfPP [1, 2 
-c] ^5^/-;U-7— f;W -2-t7^5F, (±) -7- (4' -771/ 

20 3*P [1, 1" -h'7x-Jl/] -3— T;P) -6, 7—7kHP-5H-kPP 

[i, 2-c] < 5^/-;w-7-^- ;k (+) -7- (4' -yjvtu [1, 

• 1' -k'7z^] -4-^fJW -6, 7-> ? kHP-5H-k°PP [1, 2- 
c] -f 5^/-;P-7-^--;K (±) - 6- (7-kHn^>-6, 7 --7k 
HP-5H-fcfPP [1, 2-c] -f 5^V*-;i/-7— T;W) -N-^^-2 
25 -t7^$F, (±) -6- (7-kHP^'7-6, 7-i?kHP-5H-tfP 
P[l, 2-c] -f 5^/-;P-7— f;W -2-^7^ b\ <+)-7-(4' 
-yjV-tU [1, 1' -k*7x-JW -3— f;l/) -6, 7-^kHP-5H- 

kPP [i, 2-c] >r$^/-;i/-7-^-;k (-) -7- (4' 

P[l, 1' -t:7x-;H -3-^)1) -6, 7-^kHP- 5H-kPP [1, 



WO 03/015820 PCT/JP02/08130 

23 

2-c] <1S.yV-)V-7-*- ;k (+) - 7- (4' -7)l*U [1, 1' 
-H7x-;H -4— OV) -6, 7-i?t FP-5H-fc?PP [1, 2-c] 
-1$yj-)]s-7 (-) -7- (4' [1, 1' -t'7i 

-4--f;V) -6, 7-^kFo-5H-HDD [1, 2-c] —fa^V* 
5 -;i/-7-^-;K (+)' -6- (7-t HP^->-6, 7-^hKn-5H- 

tfDP [i, 2-c] -f %w—fr-7-' ow -n-;*?^- 2 -^7^5 h\ 

(-) -6- (7-tFP+y-6, 7-~7k Hp- 5H-tfPP [1, 2-c] 
-f 7 — f ;V) -N-^^-2-^7^5 h% (+) -6- (7- 

7-^t HP-5H-tTPn [1, 2-c] -f^V-;U-7 
10 — OV) -2-^-7^S b\ (-) - 6- (7-tHO**>-6, 7— ^hHP 
-5H-tfPP [1, 2-c] -ra^/-;U-7 — ' f;W -2-W5F^ 
©U7-if (C 17 . 20 - lyase) E&^&i:,, 
(B) *f#i££t 

iteM, *u«, tteisje*^ iii^i, ?nmm. mitm 

(C) 

®M A B£<£ ^maximum estrogen blockadeilife^WfglC&So 

do) t)^b»^MH 

(B) 

25 (C) $H 

(11) ^P3/>D^»fl3»*B«l 
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(B) 

(o 

(12) 

(a) mm 
(b) 

(O a* . 

(i3) a >*rj—vmmm 

(A) 

^fy^^-^(-i Vy*r (iressa) ™) , ^^^^^^(yM"^^^) , 
ODI-7 7 4, -feT^-^; SU-6 6 6 8, SU-101, GW- 2 0 1 
6, C 1 -1 0 3 3, ±y^>^^ 2- [1- [3- [4- [2- [ (E) - 
2- (4-hU7MO/^7i-JW If-JV] tW-Jh4- f)V] 

/h^rv7x-;w 7°Pt!;i/] -1H- r5^/-;w-2 — i)V\ -i-x^y 

-;k 1- {3- [3- ( {2- [ (E) -2- (2, 4-^7;^O7xn;0 
X:rx;i/| -1, 3-#*U-vA-^-4-- r;W ^xxjl/] yotf;W 

-1H-1, 2, 3-hUTy-;k 1- (4- {4- [ (2- { (E) -2- 
[4- (MJ 7;M-D;Wl/) 7i-JH if^JW -1, 3 
4 — r;W ;*h*->] 7irjH -1H-1, 2, 3-MJ7y-jk 
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2- [1- [4- [4- [ [2- [ (E) -2- (4-I^7i-JW If- 
)V\ -1, 3-**U"^-;i/-4-' TA] ^h*^] 7xn;W 7>;P] -1H 
-- T5^y-Jl/-2— r;H - 1 -x*y-;k [1- [4- [4- [[2- [(E) 
-2- (2, 6-^7J^D7x-JW If-JH -1, 3-tW-Jh4 
5 — (M *b*is] 7x1*] 7^;W -1H-1, 2, 3-h'J7 % /-;K 3 

- [1- (3- {3- [ (2- { (E) -2- [4- (MJ7;i/tfD*3^l>) 7 
iiJH if-JW -1, 3-^D-V-)U-4-^)l) th^s] 7x~;W 
7ntf;i/) - ih- -f5^/-;P-2— OH - l, 2-7oa>^-jk 3 

- (1- {4- [4- ( {2- [ (E) -2- (2, 4-^7MD7x-JV) 

lo if-jw -l, 3-^u-»/-;w-4— oh *h*'» 7x^;n 7^;w 

- ih— ($yy-)v-2-' ow -l, 2-7pa>v j ^--;k [i - u- 

[4- [ [2- [ (E) - 2- If-JW -1. 3-* 

*u-i/-;w-4— f;w ^h^vO 7xrun 7^;H - ih- i, 2, 3 - h 

UT!/-;U 1- (3- {3- [ (2- { (E) -2- [4- (HJ7;ktP* 

15 7x-jh if-JH -l, s : -ttW—fr-4 — -ow ^h^->] 7 
xn;i/} 7ntr;p) -ih-i, 2, 3- hU7i/-;i/t>u<«i- (3- {3 

- [ (2- { (E) -2- [4- (h'j7Mn/^) 7x-;W If-JV) 

-l, 3-^^/-;p-4— f;w ^h^->] 7x-;H zfuM)V) - ih- 

1, 2, 3- HJ 7 
20 (B) 2t£^lt 

(C) 

®MABig5&^Wjii£&3„ 
25 (DffifHSfrm. 

(14) fWII 
(A) Aftttl 
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fcfX3lv**-h (ex*x*>^) > ¥7>7*xy**-h M\&% <M, 7Vy 
Yuym. xfHD>i, -f/t>Hn>m, -f>#FP>lL U-feh*p>K, ^p 

f p >b, a skd >m. k p >m, vufu >m, ?)\> h p >m. * u 

HD>«,5y KD>^EB-1053,YH529fet # ),^^Jl^>^aH®^(MK-0677), 

(b) 

(C) 

<DfB*8Mft. 
(15) 

(15-1) i4iffi)#iWfeMiSCffll^n5R#, ftffiR 

ft 

(a) mwm 

p y , > * - p -r * > ) tea&mte*>n&. * # eg \z « , psma 

(Pros t a t e-Spec i f i c Membrane An t i gen) vacc i ne (Nor t hwes t B i o) , Dend r i t i c c e 1 1 
therapy (Dendreon),MDX-220 (Medarex) , MAB-PSMA (Bi ovation), An ti-PSM vaccine 
(M&E Biothechh Prostate cancer vaccine (Corxia), MAb-PSA (AltaRex), MAb-PSMA 
(Nor thwes tbio ther apeut i cs) , MAb-PSCA (UroGenesys) & £„ 

(b) ttmmm 

(C) 

(DMABfcfe&fiirfBfcfc*. 



WO 03/015820 PCT/JP02/08130 

27 

(15-2) 
(A) A#^iJ 

131I-chTNT-l/B (Peregr ine Pharm) , MAB-bispec i f i C-HER2 (Medarex) , Cetuximab, 
Bevacizumaba (Genentech), SK-1 MAb (HygeiaK PE-40-MAb (BR96, BMS), J-59K 
Anti-EGFR MAbfc£. 

(b) mmm. 

(C) 

©MAB ffikWalffi 

©M*<DWi$&HER2m<DMmzmct£ffi<Dmmtf^mzu2>o 
(i 5-3) ^<DM<Dv??>&z>wz%jmmm: 

(a) mm 

MAK cells + bispecific antibody (I DM SAK IL-2+tM h^-O (CEL-SCI) > 
Cancer vaccine (Onyvax) , Heat-killed M.vaccae (SR Pharma) , GBC-590 
(SafeScience), Cancer vaccine (ImmunoTherapy) , ADJUVAX-100-A (Jennerh 
IPS-21 (Biostar), Mycobacterium Cell wall Complex, GPI-0100 (Galenica Pharm), 
Globo-H-KLM vaccine, BPH therapy (Zonagen), Ant i-PSM vaccine (M&E Biothech), 
Prostate cancer vaccine (Corxia)fc<J£„ 

(b) mmm 
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(o sajr 

©ifil* © TOttH E R 2 «©2ggfcIJfo D WRJtigfC&S . 

(16) EGFR&SV^EGFRWfcift^y^^ 
(A) M&M 

cetuximab (IMC C225, ImClone Systeis')> EGFR7^^>^£ 0 

(b) nmmm 
(o a&jn 

©sk^(D-psm^HE r 2&<Dmm\zfovttm®mmimm\zf3iZ>. 

(17) rmmimm 
(a) mm 

6, 7-3?*h*$/-4- (3, 4-y^h^>7x-;W -2- (1, 2, 

4 - h u 7 v-n>- 1 ~-r ji^ww u >- 3 -*;i/^>i?x^;ux^7 : -;i/ 

- 1 1 8 2 6 6-S£tfD 

(C) 
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(1 8) HER2tri#: 

(A) mom 

(B) 

(O $H 

d9) i?-r >/mrt ywm 
( A ) mm 

(19-1) *>MK&M 

(i) TNFlfi*^ 

X?j— fe^hv ^V^'J^V^ D2E7, CDP-57K PASSTNF-a, "SJ^IftTNF 
TNF-a^®e, ftTNF-atftfk DPC-3 3 3, sTNF-Rl, T 
BP-1, CDP-8 7 0, PASS-TNF-a, ISIS-1 04 8 3 8& 
2. 

(ii) 4y$-u4*y- lfifMK 

(iii) -f >^-a-r*>-6Ba#* 

MRA (^>*-D^*>-6£g#tri#K i>H >*-D-T 3r>-6iii#:, Sant-7 

(-r >*-D-r*>-6g£#&ffi3i)ft£. 

(iv) -f >*-D'T*>- 1 0^ 

(v) -O^-D-f*^- l 2|fi#H 
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AGT-l 

(19-2) nzynzmmm 

(i) CXCR4feS:^ 

(ii) CCR7^^ 

(iii) MAP+t- tfPlSII 

PD-9 8 0 5 9, BRIB-7 9 6, SCIO-46 9, SB-28183 
2, RWJ-6 7 6 5 7RO-3 2 0-1 1 9 5fc£ 0 

(iv) m^mmm 

SP-10003CK NF-/C, NF-kB, IKK-1, IKK-2, AP-l&£$^;M£3iK:W^TS 

(v) +k b^7-r>^»$!im 

T-614, SR-31747, V^^EHfcg. 

(vi) TNF-a^»^Pl§^ 

(vii) ^>^-P-f^>-l/3^m^Pfi^ 
HMR3480/VX-740&£„ 

(viiii) <>^-P-i' + >-6^ifL^ 
SANT-7&<*;\ 

(ix) <>^-D^^>-8fiSI 

CXCR1 & CXCR2feirt^^:i% 

(x) ftt'OftmM 

(xi) ^>*-n<*>-2g£&&M£[ 

(xii) Th e r a p e u t i c vaccines 

(xiii) 
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WttTNF- a HSV-tkft il^M £WT 3 ©fSSt£/uI£tf& 
£ 1 £ g W <h L 7c«6^«o- 

(xiv) T>5 L -fe>X{t:^ 
ISIS-104838&£„ 

(B) 

(C) 
'(D*BfllS&*. 

( 2 0) X> Kir U >a&#7>9ttZ h 
(A) JWfc#!l 

7h7ir>^> ; YM- 5 9 8; TA- 0201; 




(B o s e n t a n) 




CH. 



s 

o 



(SB-2 1 7 2 4 2) 



WO 03/015820 



PCT/JP02/08130 



s 3 




(SB-2 0 9 6 7 0) 




CH. 



(TBC- 112 5 1) ; 
5 Cyclo C-Asp-Pro-Val-Leu-Trp-] 
(BQ-123) ; 
Cyc 1 o C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-] 

CiS*, Asp(Rl)«TXA^^>M/3-4-7x-;Hf^^^>T5 
Thg(2)«2-^X-;P^U>->^*$^-r. ) T!igi-£n%^7?-\!Xi$*<D*Jj- 
10 hU^AlS; 



(ABT-6 2 7) m\zm%., LU- 13525 2, J-1 04 1 32, ABT 
-5 4 6, EP-A-4 3 6 1 8 9, EP-A-4 5 7 1 9 5, EP-A-46 
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0679, EP-A-496452, EP-A-499266, EP-A-5 1 

0 5 2 6, EP-A-5'2 6 6 4 2, EP-A-526708, EP-A-52 
8312, EP-A-552489, EP-A-555537, EP-A-62 
6174, EP-A-655463, EP-A-714909, EP-A-81 
5870, WO 91/13089, WO 92/12991, WO 92/2070 
6, WO 9 3/1 0 14 4W0 9 3/13218, WO 93/17701 WO 9 
3/21219 J P — A— 244097/1992, J P-A-2 6 1 1 9 8/ 

1 9 9 2, J P-A-2 8 3 6 0 0/1 9 9 2, J P - A- 2 8 8 0 9 9/ 1 9 
92, J P-A- 178890/1993, JP- A- 27939 0/1993, 

J P - A- 173161/199 5tB*0fc&4fa. 
(B) ftft&A 

(o 

(21) 7 y*&FrV*/> I I ^m-T b 
(A) MfcM 

pij-;1/^>*U^a, ;\'MM>, #>xU-;i^> 

(B) 
(C) 

(22) i/zutti/fj—zmm (cox-imRmumm, cox-i i 

(A) A#0Q 

+MJ5P;i«t## (#J, D7x3^, tfU» , MK 

-6 6 3, AMi/xn*'/:?, xhun+s/^ 
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SC- 5 7 6 6 6, J-yn^y?, S-24 74, ^D7it>^, -f>F* 
9 9 yy, D+V^n7iX CS-5 0 2, CT-3, ABT- 9 6 3, LAS 
- 3 3 8 2 6, ONO-2 5 0 6fc£. 

(b> 

(C) 

(23) ^>^»s»7>^=fn^ k mtfy^yyg&imfa u#>f-m=- 
->>^-&#^£ 
(b) tt&mm 

miasm. miLmbLKimmomimmzEo 

(O 

(B) 

(O j»« 
(DffliH3&3l. 

(2 5) VThX^^^T^J-Xh, JaVThX^>S^R#, >J#> 

(b) mm& 
(o *»& 
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(2 6) -feD V~>%.®foT>23~7, K KtDh->t«ft U#>F-Mr 
(A) JMfcfl 

73*y^> (S -20098) , DU- 125530, NAD- 2 9 9, CP 
-44 8 1 8 7&£„ 

(b) nmm& 

(C) 

(A) mWM 
CMPD-1&£. 

(b) nmmm 
(o mm 

(2 8) 7>\*u7>%mmmsm 

IL-6fc£. 

(B) m&^h 
(O a* 

(2 9) 7>Hoy>«ft^ST« 
(B) 
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(C) 

<2)HfM3<Z)ttM. 

(3 0) *-rh*-r >ffifflwai 

(B) 

(o 

(3D iWiiMffl^ 

(B) 
(C) 

(3 2) ^©ffi 

^-*>y>ft*f^*n, (w, mmm»mm* Bftm&gfta ) , 

Add-BackiSttt, Gn RH7i"X hOiSt^fcJ; 0 jfi*0ffciyJH& 

nz*)i^>\zik#LTmmt?z>mm<D¥m • &j££fr a^fc, £ne>*;u 

Sfcfcfc, Jin6*;^>*fctt*;^>tTOt^$n«IISI (OT, Ad 
d-B a c kS9tl»IB"r*#^3&t»*) »Wl:^LT^5MM^^i 
^UTAdd-Ba c kJWH3gPfS:^C«kD % S#T§©WSLV\ 
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GnRH7^-X h££Wffl*&©MML<Tte\ GnRH7^Xbtt 

»£b&et**£)&*&*) ©s^nte, flrfcHB^sftf. k^c, Gn rh 

tt, 0J;itf> (1) GnRH7rfnXhi:#ffl^t^|WI^^»KbUTf#e.n§ 
*-CD8S!!©S!#, (2) GnRH7^-Xht#ffll!ltSS'J>«ffcfaBIft:UTft 
e,tl^.2S©M^JCO|W|-^MT(D|Hl[l#^ (3) GnRH7^Xbt§f 

.T©&4, (4) GnRH73~Z>h£mnt*m*\zmMkLTnt>tl%2 
m<DWV\<D&teZ>& J *1£i&T<Dmft& J *, (5) GnRHT^Xhtillt 

toft. &T%t£\zm&ft&$&zwtmffimz®i*-r% - £an?#3 0 
MM©Sjg^fflVie.nTt)iv^s#wtfF^$n§»ibT«, s&g* 
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USD, mnmmm, mm<m* mmu -$mu wmm, mmmmomuyo* 
mmitvxte, rnzmM* am> D-^>-h-;k ^>yx p-xx 

<S-&SI£LTfcJ:, m«M^ir;VP-X, BIS, D-T>~ r+Xh 
UX hHD^$/^otr;i/-fe;i/o-x, h Fp^x7p£;m^;h?;pp-x> 
#UH-;nfDUHx xx/x Xa«t, -tf^x ^^;nr;i/D-x, 

15 =r-;k P*m h^pne^, *v-7mmtimf*>nz>o 

mmnmm t lt&, mz.i*-$ u x^> x^ u p-;p, 7p t? i^>^u p-;k 
D-^>-h-;K jWMH**>5>;k bu^T^y^^x pi/ 

HJ£A, 7»>U;PT5y^nfc!^>», V-X^X JM^Xtf^PX^A, % 

fcf-;w7;un-;k ^uifx;nfpyFx fc^tf+^^M^p-x^hu 
•>A, ^?;Hr;i/P-x, kpo+^^kt^n-^, k Fp^xx^Hz^ 
25 p-x, kKP^X^Ptf^-tr^p-x^^^tt^^^W^ti-S. 

M«^IiLT«, fll^fcfU R®& Mttlft, ^X>^^©^«^ 
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iaM^bTte, #l;U;£MMi&, 7Xn;Hf>$L a-h37iD-JH 

3i^M^#^Lx*ti o . o i b i o o mm%\ i> < \m o . 

MAfcf, 0ffflH&, ft®.®! (M, V1-> (Tween) 8 0 (7h77/^^-tt 
SSL *BI) > HCO 60 (Byt5-$.X)]/XW) , #Ulfl/^'j3-M 

, («, #u v;i/^- b 8 o, v^Drf-;i/^) , pj^j (r 

^>-h-;k v;wtfh-;i/, ^h^«^) , pumm\ m. mm, * 



WO 03/0,5820 PCT/JP02/08130 

40 

-)vizE®mmmm\\zmm, mmh^\%%ithx^mMmzjmh> as* 

7r7'J>i?ny^A, ^'Jx^l/>^>jn^ 6 0 0 0fc£) 

n+y^DlfMJl/n-x, #U^->x^l/>^Un-JK y-f-> 8 0, 
7)l,U-y2 F6 8, t^D-X7tr-h7^k-h 1 tHD^DDI/ 

if (y-fi-v-i b/svvttm, My) > fcswitti/is zfv^, 
Jfl/>yj3-;MB, ypHfl/>^UP-;k fc&fmMtLTU, MZ.lt 
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^7jc tsarr* £i £ fc k d # e. ns. 

MJ'fOffffllOMttO. 5-5 0w/v%^iKH3~2 0w/v% 

mmr& z> 0 smswfixia/^j;^ u ^mttomia 0 . 5 ~ 5 0 w/ 

15 v%, ff$t<«3~2 0w/v%«lK 

;k&U&««L ^x>H^07;W'J^IS« , lift! <«MW-MJtf 

#j (yDtfi/>^un-;k mm > mm<m wvm* *>¥)W)vu- 
)vm tez*m , gm&~tz>z.ttf-v%z>. z\n^omm\t-mz^m\\zmn 
25 m*t>ti&w&'vm&-&nz>o 

&mm\$p ummm<Dma\zk d2~i2$fsl<« 2.5-8.0 \zmmr%> 



WO 03/015820 PCT/JP02/08130 

42 

wmmizm^nz>7kyf®mntLT\±. wut^^iu-^ zr^v 

hfc£0#U tfx;Px*x;H& 7^ U^K/pt^^ U JVM&m&fo, 

, tfU^^Ul^-K #l)*^U;P75 h\ 75/7M;M^^ 
'Jl^-hM^ #U GWJ;i^7>kKU H) , ^Uv^M^'J!/ 
tDfrtt^ hRS- 1 0 0, RL-10 0, RS-3 

OD, RL-3 0D, RL-PO, RS-PO (7^ y;i/$?X^;U • ^^7^7 »J 
Jim^JV • ^^7^'J«^bhU^5 1 ;i/ • 7>^&-t>AX5 1 ;l'#a-&#:) , 
, ^ hNE-3 OD (*?72V)Vm*?-)\"72V)VWi3L : 5-)\'&m& 

& ^U^UirU>JjgTOx^x;PW^tf6>n?,o 
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Wttin-t.ttli Ktt0J!Hi££*rU ■pH<8fl¥tt(0WHi*w , r#U 

tO«J:5a:itt©iiliStb pH^tt©M^^'J-7-ilTli, til 
(Carbomer) 9 34P, 940, 9 4 1, 9 7 4P, 9 8 0, 1 
3 4 2#, Jj?'J*-^7w;U (polycarbophil) , *;VS/^A#U*^~7^ ;P 
. (carciui polycarbophil) (MiE«^1*ftfcB Y#V K U y^M) . /Vftf* 
73-1 03, 10 4, 105, 304 (^mfclWfcffilS (He) §g) 

«ttM©M^J^^^*WttW©^«^3 0fcV*U99 0% 
(w/w) , $?i:U<tel93 5&V>L3$8 0% (w/w) , ^^l:!f$b<tt*!l4 0ft 
IAL7 5% (w/w) , JBW8tt#UT-C!>'&W*tt»3^ViU*&3 0% (w/w) , ft 

£ l < \m 3 &v> b#a 1 5 % (w/w) -e&So ^^j«^tk»ks$ £ w 

Tt><fc<, *©»^*!!Wifc*^*«'7Ktt«»©^*^5 0X(w/w)OT> » 
£U<te$J5~&14 0% (w/w) , S&K:8P*L<«#95'Hfc3 5K (w/w) 
«.ZCn?±lBX (w/w) (flk 7K, **S-M X^/-A 
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0 0 0//m, •£t>\Zft%L<im5 0 0&V>Uj$l,4 0 0 mt^. 

mm, m&m, mm. mnm, ftj£fcsw&»6u m^,wvmhmm.m..m 
mmmmmu £ »c * 0 mm? a . 

5&(,>t4tJ9 5% (w/w) , ^^b<^5. 0£V>U§ 
8 0% (w/w) . $&Klfi t *b<tt*5|3O^L*Sj7 0« (w/w) T&£ 0 

te^SHtbTBu «Atf#utr-;pr;Pn-;k tKp^>:/ptfjH:;i/p- 

(Ac-Di-Solh »^UH-;HfoU K> (^DX^h*H» > fit^tFu 
*>-:/pif;H^p~x (L-HPO &£fr7B^e>ti3. hHP^^ypif 
;h?;pp-x, ^ut*n;nfpu Fx €fi$|gt Fp^r/p^n^p-* 

r;up-;u («, x*/-;i^a «®»3^»ttk:«ffU^«t^ 

89£X:7l^-Lfca*&, liifeSUttitltHm »JR*!lfc££<0ig£*!»£iJ> 
*^^JnbTfT^-5^«j3i^m A>P-T-^f>m »«p— T4>>fm 
J P®M&%Lmz£-oTbffim?ZZ.ttfT*i*Z> a ^iSttfi#fi?tLTH, 

*0¥^tt^ettl9i 0 0 tfmfcHLttl. 5 0 0 /imTJftSfeOjWSbK 
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tf;S!l£LTffiER, ^X>m> 3A^E 7T;i*k 7W>SlOlt, 9)V 

hxmi1Xtel>mi5% (w/w) > 8F£L<fcM&lfcV>U01 0% (w/w) 
tff*b<«3l9 2^L/*Sl8X (w/w) 

l^rao^ffia^ & (RF^©tlM^*^)-rc»LT*91«:^b»9 
0% (w/w) , #£b<«$5ft^U$5 0% (w/w) , £&K8P3;L<tt*Sj5& 
ViL3 5% (w/w) Tabi. 

it) fciu 0 0%CD$gffl-e»^i±-5^<i:^-e^, #SU<Jilfclr*L 
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£l>Bt 3A^i, Tl/-r>^£©^$JPATt)«t^. 

?7~a.<ym, v>-h-;k 6Ktt*4r~ffe lf«*;P5/ 

4w/w%, 8F£b<»»2 0H89 8. 5w/w%> £bW£L<&^3 0~ 
*59 7w/w*T&5. 
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ffiggfi& ECG-5 0 5), ^DX*;M P-X^ h U -7 A J§« «*) 

$H> 79i?V)V). 7PX#fcfK> CfllAtf, BASFtti, nUH>CL), & 

(«0 , #;]^5^?^;**-^hU£A <**f£fc*U X 
*X7°P*:7), aJ^aftx>7 r > (*I{bJ& («0 S, PCS) fcgjWflH&ft, 

mmmm±m\zi$LT, mz&® o . o 5 ~® 3 o w / w %, l < «*& 

iP AT* mSfcJ; 0 HSffiflfc* ViT«ffl ©M3!l£ £ 6 £^7u WT "b <fc V>. 

xnyjw ), msmmi 7)v*)vmn-hvvj*tsL£<D7-*>&R 

^>MSIXXf;K ^U^5>X9 L ^>hT->«*#:^©#-l'^>^®« 

&3J&£), *feai *-;t^ft*, ^>#^> m&-*?>. 

u#77t?>«), 6 mm (w*f& trm 
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-^tffit^nsm h*, ofrfcn*. 

^MJ^A, ^wzi-x, 7;i^h-;*, T>-h-;K v;nfh-;k 
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#~>7#A, ^7-#A) , 7;M £ >Bfctt <«, 7;M £ >tt*MJS7Z0 , -fe^ 

d-xrjjm*: (08, *?-;hz;pd-;*, *;vjp+5/^^;kfe;wn-x, th'p^ 
#UpWj;i«, #UK=:;u7;p3-;k #ux^v>^un-jk ^'Jt^ 

;HfDUH>, #U*-#7>r;k 7Xn;Hf>B6/^55 L >»ift^^#tf6 

hu^A, 7xp;i/t?>at ^u->x Mm^-bu^A^<h>^tfe»n, 

(frstxrau bh'P^^ptf^-fe^P-x, hiFP+^Ptr;^^ 

-&T(cast):7^;i/££T3. nfM> Sfe^PJ* ftfcffijkH, * 

*. s fc«># y x^ v >^ y n -;u^^p tf b p Eotfv p 
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(Jf*l/<ttl 0-1 0 0 0$^n>iS) fc*n*J!2;W\ 

(psyllium)a^>/1/7^£©li#itt^>A°/7^L< UM 

T^h7>i;^5^>i; ^Utf~;i/hfDU F>&£©-&J&#U THS ; if 

n-*fc£®»£ ; Dt^X h U >fc£©aTOIfS! ; U >M3~ h U ">A> & 
ftth'J^A^^CH§S7JRrDA!&t*0ilii ; L-75 

vhu^77^m^ ^•©iaeb<«^n^±^ > @M©B9t, 
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vtm&zvmmxtmnfowz.mft Tzmztz c tarns %>* 

5 X.^7~)V\ t fc(DFD&C7)\'--2 J %fct>Zf\ZFD&CUy H4 0^£©FD 
M*?X*>!fMtLTfc, fi^^-hU^A, -f;t>3£gl», y^r^h 

wj(3«a#*tjo. i~^5om«%, ^^t<«^o. i~^j3.pa*%© 

15 m 1 6 0 ft®m, £F£L< 1 1 5 ^<D^, £ o 

20 ±iB»^i(DS^#:CT-r ^>^*«. ^ i o ~m 9 9 mm% , # * l < a 

v>MMfc<Dmm±mzti?z><smmuo~®3 o mmiomm 
■^mzMr^^m^mo. o i~m omm%.m%L<\mi~®smm% 

W^CDttW^Kl^t-S^rMtt, #50. 1~*U9 0«*%, 

25 b < & i o 7 o aa% § o m*&m.fc<z>M : M£mzMtz>^mfe 
mo. i~»5 om%, &&is<nmi o~®3 oii%^s. 7K#fctt^ 
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mmm*$irrzm<D&*m\t. mmmnwm* *m* 

*<j6 0kg) -AfcfcD, jI3T> ffffilliiLT, *n*ttl 0*90. 0 0 
0 0mg/kg, #*b<tt*&0. 0 1 — *9 1 0 Omg/kg, <fct>#?£L<«i£90. 1 
~#9l 0 Omg/kg, t Dt>tt#U0. 1-195 Omg/kg*. 

5^»3 0ig/kg*lBll3^63R|iiic^w-T#IR«^n*. *>133Aa MSB 
b feck -5 ('iS^MM* o^#T«-r 5 ©T, t&iB&#g«J; 0 

s> mrs, mmmmv&w. mm, mm. ^m<on 

Sfc£fc«koTgfc0, #fclg£$ttfcW *«©«£l,T»#, 

□ kg#i»&0»0. 0 0 1-2 0 0 0mg,^K(J|50. 

01~500mg, ££>{;:#F3;L<«, 190. 1-1 OOmglMD, 

S»lBl~4®fc5WT&#TS. 

GnRH7zf-Xh£&#LT*>£V>U GnRHTif 

#Jfl8£fl:K:S#-rS*^ WH*fcS#Lfc«l#~3B#l*g, $F£L<«1 
0^-10^, <£D0F£L<tel 5#~lB#K&|*ifcGnRH7:*-*h£J8 
4t§JWlf^5„ GnRHTrf-T.h^fC^-T'i)^ GnRH7 
^X^^lfct, 1#-1B^I*N 0#~6I$|H!EJU*3* 

K:HU M»T&Sf5J§^ IUPAC-IUB Commission on Biochemical 
N om e n c 1 a t u r e \Z «k § B§ -5 V * « S R^SF fc * -5 ttffl H§-5§ £ ^ < t> O t V „ 
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G 1 y 

H i s 

lie 
10 Leu 

Me t 

N 1 e 

Nv a 1 

Phe 
15 Phg 

Pro 

(Py r) G 1 u 

S e r 

Th r 
20 T r p 

Ty r 
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D 2 N a 1 
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B o c 
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7y-> 
-fyp^» 

nu> 

d-3-(2-^-7^;p) 7^n>M 

0-tert-y^;i/-D— feU> 
N 1 "-^ > - D - 1 X ^ >> > 

2 - # p p 
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B r - Z : 2 -zTu^-^>^)V^^ytl)Vt^)V 

Bz 1 : OV)V 

Cl 2 -Bzl : 2, 6-^DD^>S?;P 

T o s : p - h;px>xjp*— ;p 

5 HON b :N-kFn+y-5-;jl/^>-2, 3-5?#;i>#* 
W £ H 

HOB t : l-tHn*^>l/MI7!/-;P 

HOOB t : 3-tKa+y-3, 4-^kHD-4-^V-l, 2, 

10 Me B z 1 :4-^)VO^)V 

Bom : ^>5>;M-*>'*5 t ;V 

Bum : f.-r/h^pWP 

Tr t : MWP 

DNP : hP7x~Jl/ 

15 DCC : N, N' -^nA^i/MMv'-f^H 

it«Lfc#U?LBI (MTOfrT* : 1 5 0 0 0) (5 1. 6 g) *<£tf 
^□n^^>jjf«l 3 8 g^JPU^--h5n$^U— T94MBfflW?L'ffc(ia 
« : *<J6 0 0 0 r pm) b£^> 1 STCtOWSELfc. ML 

i^Dia^fcWSEbfco. i%^uh--;i/t;u3-;u (pva) tK«i 3. 5 

5=^+1— ©0feicTO7 0 0 0 r pm-CSLftLit. C0W/O/WlYJk>a > 
ft*<l»btt*t6»3»|«IS^|i»j||L& (*«fftJH*) . 
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(1) 70^y7i> 5. Omg 

(2) ^i 2 0. 0 ig 

(3) Hg7K £*2ml£T<5 
5P*->7i> 5 . 0 mg 2 0 . 0 mg *3Mf®7Kfc»»$^ TK^iPAT 

£S2. 0 ml tT&o »«&3iBU *|»&fFFfc 2 ml ©T>^;i/fcjHS*r*. T> 

(1) 7D^y7i> 5 Omg 

(2) ^h-X 3 4mg 

(3) bVrEUUzsVm 10. 6mg 

(4) h^D3>M (©Dtt) 5mg 

(5) XT7U>^^y^A 0. 4mg 

(6) *;i/^'>^^;nr;i/P-x*;^>^A 2 0mg 

W- 12 Omg 

#i6fc«v>±E (1) ~ (6) sji^u wm\z&ym&\^ mmmtc. 
mmmi 



Gn RHTrfnx h t#fe©^#l^#fffl-r§ £ fc «fc 0 , ^W^MTS^ 
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1. GnRH73\_ X h£SERM (selective estrogen receptor modulator) 

<-?-m. mmmmmm, ^mmm. *imm. mm>. pms (premenstrual 

syndrome) , RmmMfc£tc\ttl)VisV& • U >#f^W^©«- MffiE^„ 

2. SERMl^D^>7x>, 7Jl/^'>7i>, 7V7t^7x>, T 
SE-4 2 4, SERM-3 3 3 9 SfcttS P C - 8 49 0"Tf&3aS3fcg 1 12« 

mm, wA-f7-», s^ggi**, tom, pm 

5. tfSJMfefcatLT, GnRH7rf-7. h©W&*£SERM||0W3&*<fcS 
tt*^to*T«4T*e:i:S«f«fr*Ad d-B a c kfttt. 

6. ifflHJM&fcftl/T, G n RH7^-X h OlfMi: S E RMlOfMiS 

7J&„ 

7. ItlillMlT, GnRH7r^Xh©W&ft£SERM3^)W&«££ 

8. GnRH7^-XhiSARM (selective androgen receptor modulator) 

9. SARMH*ILGD2 2 2 6T*Sfflf*^8BH«©ES| 0 

10. HtSJM&fcfcfbT, GnRH7^~Xh0#^M£SARMil©W$l*£ 

1 1. GnRH7rf-xhttt^;^>^Ba*mt^|a^t>1i:T^Stf5im 
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v < mmvimo^® • mmmmn. 

1 2. tt*;i^>*l«BaW^U7--«a«T*«5BI«ai lfEi&Olgilo 
1 3. MAB (Maximum androgen blockade) WfefflX*$>5ffiJ&% 1 lfBifc<Dg^o 
1 4 . Ht?L»«K:»bT, G n U 7~i?E#*0W8l 

m£&&fr&t>#T&$?zzL£&wfLt?zmttm* jus, maauc^£, 

1 5 . m%mmzMVX, G n RHT^X h©W$!:l£ U 7-if|fi#IS©W8l 
»<h §IE^^t»-&T^#1-§ t^#f tt^MAB (Maximum androgen 
blockade)^£. 

i6. m%mm\zMvx, GnRHr^hotMtUT- eia#*©#8& 

1 7. GnRH7=f-Xht^#:M^P'>>^--«^t^»'&t>ii:T 

«?ijg©»©» • feM bx. 

18. Sgflcg^P t?H^^/r7^^-^ -feT^lf 
S 1 -7 7 4, SU-6 6 6 8, SU-101, GW- 2 0 1 6 £fc&C 

1 - 1 0 3 7Ett©E8. 

19. WfLSlWCjttLT, GnRHT^-T. hO^ftMtSWSI^D^^^ 

2 0. Jh(t»0RT»ftHER2S©tlSlCjSi;T, GnRH7i-7h©tiIt 
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2 2 . %msmwm&7 v> h p >k, x=p h o < n> h □ >m> < 

H d U -fe H o >m, 0 d H p >® , )l5 Hp J* d >BI, 1/ V 
Ku>Bt ^Hn>K, *UHP>», EB-1053, YH529, -f 7°U 

2 3. iffiUM&fcatUT, GnRH73f=XhOW«*t#^WW«S*OWS&* 
t*tt*^fe#Ti!l!4r*Ci:*#*i:'r*WiiBK, Aft, WtimiB*^ if 

2 5. flLlftlcMLT, GnRHT^ h©tMiMifei«li 
2 6. Jfil4 ] ©njmbHER2*©S«^i;T, G n RHTrfXX h <DG%m£ 

%mnm<D&tom t $to^tT^t5»*i 2 5 faifc©^ • 

2 7. m$MmzttbT. GnRHT^ h©t^liMM<DtMi 

2 8. GnRH7P*-7.h£lM W^>^iM>liiiS»fT 
2 9. PffLttWdftLT, GnRH7^-X h©tM^ h*<> • 
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3 0. itf©HI»fl2HE.R2iO«S^i;T, Gn RH7rf^X h(D%®mt 

3 1. Gn RH7^-X h tl>Ht <J >S«ft7>^ ^ h tSfi^bt 

3 2. I> Ft 'J »7>^^X h7t>^>, YM- 5 9 8, T 

A-0 2 0 1, Bo s en t an, SB-217242, SB-209670, 
TBC-11251, BQ-123, ABT- 6 2 7 £fc«5£ 
Cyc 1 o C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-D 

C^4>> Asp(Rl)«7*A°^>$j3-4-7x-;i/tf^?^>:rS F38*£* 
Thg(2)tt2-9 i X-;P^U*»a**^'r. ) T*$n*^^K*SVitt^© 

3 4. GnRH7rf-Xh^\ 5fc 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
[5$*, YteDLeu, DAI a, DTrp> DSer(tBu), D2Nal DHis(ImBzl)^£Sf£ 
Z&NH-C2H5 £fc«Gly-NH2 fc^tl-tffTjjs"*-) TSfehSft*'*:/^ 
H*fctt^-©*T?»Slil*3Sl, 1 1, 17, 2 1, 24, 2 8*&tt3 1|E« 

3 5. GnRHT^h^ ft 
5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 

£ tl* 1 ^ H © M^T * * tt^ 3 4 fElK© Big, 
3 6. GnRH7^X7,h^«M^feM^^Ji:LT^T-5ff^ 
1, 1 1, 1 7, 2 1, 2 4, 2 8 3 1 |B«(Dg^ 0 

3 7 . 1fcjftte«&**fc;ft3!T>r ^ p ft ttJW&Zffijim 3 6 SB$® Elg. 
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2. Q ClaimsNos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. ClaimsNos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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This International Searching Authority found multiple inventions in this international application, as follows: 



1 . As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

3. □ As onI y s <> me ofthe required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. Q No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: ' 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest 
Q No P rotest accompanied the payment of additional search fees. 
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In each of the claimed inventions, a compound defined by a desired 
characteristic, i.e. , "a GnRH agonist" is employed in combination with 
a compound serving as a drug effect ingredient selected from among 
SERM/SARM/sex hormone synthesis inhibitors (lyase inhibitors) /tyrosine 
kinase inhibitors/bone metabolism regulators /drugs for 
immunotherapy/cytokine/chemokine inhibitors. However, it is 

recognized that only parts of the compounds involved in the claims (both 
of the former and latter compounds) are supported by the description 
under Article 6 of the PCT and disclosed therein under Article 5 of the 
PCT. 

Even though the common technical knowledge at the point of the 
application is taken into consideration, it is impossible to specify 
a compound having the activity of the "GnRH agonist". Thus, each of the 
claimed inventions fails to fulfill the requirement of clearness as defined 
in Article 6 of the PCT. 

Such being the case, the search was made on the combinations wherein 
leuprolelin, which was employed mainly in the working examples in the 
description of the present case, was employed as the former xx GnRH agonist" 
while one of the individual compounds (raloxifene, etc.), which were 
specifically cited in claims and employed mainly in the working examples 
in the description of the present case, was employed as the latter compound 
serving as the active ingredient of the drug. 

(2) 

Asstatedin, for example, US 4472382 A, WO 86/01105 Al and WO 97/27863 
Al among the documents presented in the column C of this international 
search report which have been clarified after examining the prior art, 
it is not novel to enhance the preventive and therapeutic effects on 
diseases by combining a GnRH agonist with SERM/SARM, etc. Accordingly, 
there is a high possibility that the inventions as set forth in claims 
1, 8, 11, 17, 21, 24, 28 and 31, wherein it cannot be immediately recognized 
that the compounds to be combined with a GnRH agonist are not common, 
cannot be regarded as having a single general inventive concept in common. 
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